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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.1 14, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 1/21/09 has been entered. 

Claims 2-3, 6-7, 1 1-12, 18-19, and 22-23 have been cancelled. Claims 28-52 have been 
newly added. 

Applicant's arguments filed 1/21/09 have been fully considered but they are not 
persuasive. 

Claims 28-52 are under consideration by the examiner. 

Election/Restrictions 
Claims 1, 4-5, 8-10, 13-17, 20-21, and 24-27 remain withdrawn from further 
consideration pursuant to 37 CFR 1.142(b) as being drawn to a nonelected invention, there being 
no allowable generic or linking claim. Election was made without traverse in the reply filed on 
11/21/07. 

Claim Objections 

Applicant is advised that should claims 30, 38, and 46 be found allowable, claims 35, 43, 
and 51, respectively, will be objected to under 37 CFR 1.75 as being a substantial duplicate 
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thereof. When two claims in an application are duplicates or else are so close in content that 
they both cover the same thing, despite a slight difference in wording, it is proper after allowing 
one claim to object to the other as being a substantial duplicate of the allowed claim. See MPEP 
§ 706.03(k). 

Each set of claims is directed to the same method. A drug that further comprises a 
gelling agent will be a drug in the form of a gel. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 28-52 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. This is a new matter rejection. 

Claims 28-52 have been newly introduced. 

Basis is not seen for the limitation promoting "enhanced wound healing." Original 
claims 9-12 were directed to methods for treating a skin ulcer, promoting neovascularization, and 
promoting granulation formation. The specification does not disclose nor define what constitutes 
"enhanced wound healing." It is not clear what biological effects are required by the claims. 
This concept does not appear to have been contemplated by the originally filed specification. 
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Basis is not seen for the step of "selecting a mammal having a skin ulcer." The 
specification does not disclose any selection criteria. This concept does not appear to have been 
contemplated by the originally filed specification. 

Basis is not seen for the step of "analyzing the formation of granulation tissue." The 
specification does not disclose any methods of analysis for a mammal being treated. The only 
granulation analysis disclosed involved stained tissue sections that had been removed from an 
experimental animal. This concept does not appear to have been contemplated by the originally 
filed specification. 

With respect to claims 45-52, the claims do not make clear how the drugs of claims 46-52 
are topically administered if the skin has already been contacted with the wound covering agent. 
The specification does not disclose the recited wound covering agents in combination with the 
formulations of claims 46-52, in particular ointments, creams, and fatty acid esters. Basis is not 
seen for the step of "providing a wound covering agent." The specification does not disclose 
manufacturing wound covering agents nor any selection criteria for choosing a particular wound 
covering agent. Finally, it is noted that these claims are not limited to sealing-type wound 
covering agents which provide a wet environment at a wound part and can permeate oxygen and 
water steam without permeating liquid and bacteria. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 28-30, 33-38, and 41-44 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Toyoda et al. in view of Seki et al., Nakamura et al. (U.S. Patent No. 
5,342,831), Nakamura et al. (EP 461,560 Al), and Yoshida et al. (Journal of Investigative 
Dermatology), and either Morishita et al. (U.S. Patent No. 7,247,620) or Morishita et al. (WO 
02/089854). 

Toyoda et al. discloses that overexpression of HGF in transgenic mice promotes 
granulation. Increased presence of HGF protein is determined by using antibodies. Toyoda 
discloses topical or local administration of HGF to skin wounds to promote healing and 
granulation formation. The reference specifically suggests using HGF to treat refractory skin 
ulcers from various diseases. See page 99, right column, last paragraph, as well as abstract; 
pages 96-97 and 100, section 3.5, and Figures 2 and 5. Toyada et al. does not disclose the HGF 
ofSEQ ID NO: 1. 
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Seki et al. discloses the HGF of SEQ ID NO: 1. This naturally occurring variant has the 
same biological activities as the HGF retaining the five amino acids (SEQ ID NO: 3). The 
variant still binds antibodies to HGF. See at least abstract and pages 323 and 325-326. 

Nakamura et al. (U.S. Patent No. 5,342,831) discloses using HGF to treat skin ulcers 
(dermoulcers). Methods of administration, formulations, and dosages are disclosed. Gels, 
lotions, ointments, and aqueous solutions are disclosed. See at least column 2, lines 50-68, and 
column 5, lines 50-63. 

Nakamura et al. (EP 461,560 Al) discloses the HGF of SEQ ID NO: 1. This naturally 
occurring variant has the same biological activities as the HGF retaining the five amino acids 
(SEQ ID NO: 3). See at least column 20, claims, and Figure 15. 

Yoshida et al. discloses that inhibiting the action of HGF protein by using antibodies can 
suppress or inhibit granulation tissue formation. See at least abstract. 

Morishita et al. (U.S. Patent No. 7,247,620) discloses treating diabetic skin ulcers by 
topical administration of the HGF gene to promote granulation. There is increased presence of 
HGF protein in the healing wound. (See at least abstract, claims, and column 3, lines 5-20; 
columns, 9-10, particularly column 10, lines 1-5 and 41-45; and columns 17-18.) Morishita et al. 
(WO 02/089,854) is the PCT from which the '620 patent originated and has an equivalent 
disclosure. 

It would have been obvious to substitute the HGF variant of SEQ ID NO: 1 as taught by 
Seki et al. and Nakamura et al. (EP 461,560 Al) to treat diabetic skin ulcers as suggested by 
Moroshita et al, Nakamura et al. (U.S. Patent NO. 5,342,831) and Toyoda et al. With respect to 
Toyada et al, one of ordinary skill in the art would have appreciated that refractory ulcers 
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include diabetic skin ulcers. This would have been a known complication of diabetes. Morishita 
et al. specifically disclose treating diabetic skin ulcers. One would have been motivated to do so 
as Toyoda et al. and Moroshita et al. both disclose that HGF protein promotes granulation and 
Yoshida et al. discloses that inhibiting the action of HGF protein by using antibodies can 
suppress or inhibit granulation tissue formation. Based on the teachings of Nakamura et al. 
('560) and Seki et al, one of ordinary skill in the art would have expected the HGF variant of 
SEQ ID NO: 1 to have this biological activity. 

With respect to Morishita et al. (U.S. Patent No. 7,247,620), applicant cannot rely upon 
the foreign priority papers to overcome this rejection because a translation of said papers has not 
been made of record in accordance with 37 CFR 1.55. See MPEP § 201.15. 

With respect to the limitation "selecting a mammal having a skin ulcer," the claims do 
not set forth any particular criteria for selection. As such, the fact that a subject with an ulcer is 
treated is sufficient to meet this limitation. 

With respect to the limitation of "analyzing the formation of granulation tissue," the 
claims do not set forth any particular method of analysis. As the goal of the prior art is to 
promote granulation formation and heal wounds, successful treatment as taught by the prior art is 
sufficient to meet this limitation. 

Applicant's arguments chiefly concern the proposition that one of ordinary skill in the art 
would not have expected HGF with a five amino acid deletion (dHGF or the instant SEQ ID NO: 
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1) to have a biological effect the same or similar to an HGF without this deletion. This is not 
persuasive. While the art applicant references discloses some structural and functional 
differences between the two forms, this art establishes that dHGF binds to the receptor and 
causing signaling through the receptor, resulting in a biological effect comparable to the intact 
HGF. All of the differences commented on by applicant would have been known to those of 
ordinary skill in the art. This knowledge would have informed one as to how to modify a dHGF 
preparation (for example to compensate for the level of heparin binding, degree of solubility, or 
the mitogenic activity level) but would not have led one of ordinary skill in the art not to use the 
dHGF of SEQ ID NO: 1. In particular, Ozeki et al. (2006) is not germane as it was published 
well after the effective filing date relied upon by applicant. Otsuka et al. (2000) and Lindsey et 
al. (2002) are not germane as they discuss deleted forms of HGF that are not within the scope of 
the claims. That is NK1, NK2, and NK4 are largely truncated HGF proteins that act as 
antagonists. Although Lindsey et al. discusses NK1 and NK2 mutants also having the five 
amino acid deletions (dNKl and dNK2), the results disclosed are for endometrium and not skin 
ulcers. Again, these proteins do not lack the biological activity of the undeleted form. With 
respect to the various mutants of Kinosaki et al. (1998), it is noted that most of the alananine 
scanning mutants were biologically active. See Figures 2A and 2B. The reference presents 
evidence that dHGF was biologically active. See Figure 4. While there may be some differences 
in heparin binding, the claims and disclosure do not require heparin binding activity for 
granulation formation or wound healing. Likewise, Shima et al. (1994) demonstrates that dHGF 
was mitogenic. See Figures 1 and 2. 
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It is not unexpected that deletion mutants differ in structure. After all, a deletion mutant 
by definition has a different structure. It is not unexpected that there is some change in degree or 
kind of function. However, applicant has not established that the five amino acid deletion 
present in SEQ ID NO: 1, a known deletion mutant, resulted in any activity change that would 
have lead one of ordinary skill in the art to doubt that the known effect of HGF in granulation 
formation or enhancing wound healing would not be present in dHGF. The claims do not require 
a particular degree of activity or mechanism of action. To the degree that applicant may be 
arguing unexpectedly better results between HGF having the five amino acid deletion and intact 
HGF, no such results have been shown. There is no comparison of granulation formulation 
caused by the dHGF of SEQ ID NO: 1 or intact HGF. 

Claims 28, 30-31, 35-39, 43-47, and 51-52 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Toyoda et al. in view of Seki et al., Nakamura et al. (U.S. Patent No. 
5,342,831), Nakamura et al. (EP 461,560 Al), and Yoshida et al. (Journal of Investigative 
Dermatology), and either Morishita et al. (U.S. Patent No. 7,247,620) or Morishita et al. (WO 
02/089854) and further in view of De Busk et al. (U.S. Patent Publication 2004/0001878). 

Toyoda et al, Seki et al, Nakamura et al. (U.S. Patent No. 5,342,831), Nakamura et al. 
(EP 461,560 Al), Yoshida et al. (Journal of Investigative Dermatology), Morishita et al. (U.S. 
Patent No. 7,247,620), and Morishita et al.are applied as above. They do not disclose the 
inclusion of an antiseptic nor the wound covering agents recited in claim 45. 
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De Busk et al. discloses using hydrocolloid dressings to treat skin ulcers and promote 
granulation formation. Antiseptics can be included with the treatment drug. Gels and liquids are 
disclosed for administration. See at least abstract, claims, and paragraphs [040, 045, 078]. 

It would have been obvious to use a wound covering agent such as those taught by 
DeBusk et al. with dHGF to treat a skin ulcer as suggested by the prior art as set forth above. 
Wound covering agents would have been routinely used to treat skin ulcers and the cited prior art 
suggests using dHGF for this purpose. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marianne P. Allen whose telephone number is (571)272-0712. 
The examiner can normally be reached on Monday-Friday, 5:30 am - 2:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on 571-272-0939. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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